Supplementary
Read mapping and variant analysis: Paired end fastq files were extracted using CASAVA software (v.1.8.1, Illumina) and aligned to build 37 (hg19) of the human reference genome using Stampy and BWA software 4 . Alignments were processed using the Genome Analysis Tool Kit (GATKv3) pipeline according to best practices 5, 6 . Analysis was restricted to capture regions defined in the Truseq 62Mb bed file plus 100bp padding. The Variant Effect Predictor (VEP) 7 was used to provide annotations on the predicted impact of each variant together with functional classifications using CONDEL 8 .
Exome array genotyping
Genotyping was performed using the Illumina HumanExome 12v1_A Beadchip array (Illumina, San Diego, CA, USA) in accordance with the manufacturer's recommendations as previously described 9, 10 . Cluster boundaries were determined by calling study samples simultaneously.
